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Digpersible Tablets
{Mathadone Hydrochloride
Tablets USP), 40 mg
For Methadone Tredtment Programs v

R onty

CONDITIONS FOR DISTRIBUTION AND
USE OF METHADONE PRODUCTS:
Code of Federal Regulations,

Tile 21, Sec.-291.503

METHADONE PRODUCTS, WHEN USED FOR THE TREATMENT OF NARCOTIC ADDICTION IN DETOXIFICATION OR MAINTENANCE PRO-
GRAMS, SHALL BE DISPENSED ONLY BY APPROVED HOSPITAL PHARMACIES, APPROVED COMMUNITY PHARMACIES, AND MAINTE-
NANCE PROGRAMS APPROVED BY THE FOOD AND DRUG ADMINISTRATION AND THE DESIGNATED STATE AUTHORITY,

APPROVED MAINTENANCE PROGRAMS SHALL DISPENSE AND USE METHADONE IN ORAL FORM ONLY AND ACCORDING TO THE TREAT-
MENT REQUIREMENTS STIPULATED IN THE FEDERAL METHADONE REGULATIONS (21 CFR 201.508).

FAILURE TO ABIDE BY THE REQUIREMENTS N THESE REGULATIONS MAY RESULT IN CRIMINAL PROSECUTION, SEIZURE OF THE DRUG
SUPPLY, REVOCATION OF THE PROGRAM APPROVAL, AND INJUNCTION PRECLUDING OPERATION OF THE PROGRAM,

DESCRIPTION

Methadone Hydrachloride, USP, (3-heptancne, 6-(dimethylarino)-4,4-diphenyi-hydrochloride), Is @ white, essentially odorless, bitter-tasting, crystaliine
powider, Itis vary soluble In watsr, soluble in isopropancl and in ¢hloroform, and practically Insoluble in ether and in glycerine, Mothadone hydrochloride
has 3 pia of 8.25 in water at 20°C. Its molecular weight is 345.89 and &t has the following structural formula,
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The Disket® preparation of methadone hydrochloride has been spacially formulated with insoluble excipients to deter the use of this drug by injec* i~
Methadone hydrochleride has the empirical formula Ca4HzyNO-HCI, and its molecular weight is 345.91.

Each Disket contalns 40 mg (0.118 mmeol) methadone hydrochloride. Each tablat also contains miorocrystalline celluloss, pregelatinized starch, potas-
sium phosphate monobasic, colloldal silicon dioxide, stearle acid, magnssium stearate, orange lake color and orange-pineapple flavor.

ACTIONS

Meathadone hydrochkoride is a synthelic narcolie analgesic with multiple actions quartitatively sirnilar 1o those of morphine, the most prominent of whith
lavolve the cantral norvous systesm and organa composed of smooth muscle. The principal actions of therapeutic value aré enaigecia and sedation and
detaxification or maintenance in narcotic addiction. The methadone abslinence syndrome, although quaiitatively similar to that of morphine, differs In that
the onset is slower, the course is more prolonged, and the'symptoms are less severe.

When administered orally, methadone Is approximately one-haff as, potent as when given parenterally, Oral administration results in a detay of the
onset, a lowering of the pesk, and an Increase in the duration of analgesic effect.

INDICATIONS

1. Detoxification trealment of narcolic addiction (heroin or ather morphine-like drugs).
2. Maintenance treatmant of narcotic addiction (heroin or ather morphine-fike drugs), in conjunction with appropriate social and medical servicss.

NOTE
. | ff methadone i3 administered for treatment of heroin dependenoe for more than threo weeks, the procedure passas from treatment of the acute with.
drawal syndrome (detwxification) to maintenance tierapy. Maintenance treatment is permitted lo be underiaken enly by approved methadone programa.
This does not preclude the maintenance treatment of an addict who is hospitalizad for medical conditions other than addiction and who requires terh-
porary maintenance during this critical period of hismer-stay of whoso enrollmant has been verified in a program which has approval for maintenancs
reatment with methadeons.

CONTRAINDICATIONS

Hyparsensitivity to methadone.

WARNINGS i

Diskets Mathadons Hydrochloride are for oral administration only, This preparation cantains Insoluble excipients and thorefore must niot be injected. itls
fequired that Diskets Methadone Hydrochiorids, I dlspensed be packaged in child-resistant contalners and kept out of the reach of children to prevent
accidental ingestion,




Methadone hydrochloride, a narcotic, is @ Schedule Il controlled substance under thas Federal Controlled Substances Act. Appropriate security meas-
vres should be taken to safeguard stocks of mothadone ageinst diversion. |

DRUG DEPENRENGE - METHADONE CAN PRODUCE DRUG DEPENDENCE OF THE MORPHINE TYPE AND, THEREFORE, HASTHE POT%N-
TIAL FOR BEING ABUSED. PSYGHIC DEPENDENCE; PHYSICAL DEPENDENGE, AND TOLERANCE MAY DEVELOP ON REPEATED ADAL..
TRATION OF METHADONE, AND IT $HOULD BE PRESCRIBED AND ADMINISTERED WITH THE SAME DEGREE OF CAUTION APPROPRIATE
TO THE USE OF MORPHINE,

interaction with Other Centrat Nervous System Doprossants - Mothadone should be used with caution and in reduced dosage in palients whe are con-
cumently receiving other narcotic anslgesics, genaral anesthstics, phenothiazines, other tranquillzers, sedative-hypnotics, tricyclic antidepressants, and
other CNS depressants (incdluding alcoho!). Resplratory depression, hypolension, and profound sedafion or coma may result.

Anxiely - Since methadone, as used by tolerant subjects at a constant maintenance dasags, is nol a tranquilizer, patiants wha are maintained on this
drug will raact to life problems and siresses with the same symptoms of anxiety as do other individuals. The physician should not confuse such symp-
toma with those of narcotic abstinence and should not attermpt 1o treat analety by Increasing the dosage of methadone. The action of methadane In mein-
tenance treatment is limiled ta the control of narcotic symptoms and is Ineffactive for celief of genaral anxiety.

Hesd Injury and increased Intracranial Pressure - Tha raspiratory depressant effects of methadone and its capacity to olovale cerabrospinal-fluid pres-
slire may be markedly oxaggerated in the presence of Increased intracranial pressure, Furthermore, narcotics produco sida offects that may obscure the
clinfcal course of patients with head Injurles. In such patients, methadone must be vsed with caution and only if it is deemed essential.,

Asthma and Other Respiratory Conditions - Methadone should be used with caution in patients having an acute asthmatic attack, in these with chronic
obstructive pulmonary disease or cor pulmonale, and in individuals with a substantially decreased resplratory reserve, preexisting respiratory depression,
hypoxia, or hypercapnia. In such pationts, even usual therapeutic doses of narcotics may decroasa raspiratory drive whils simultaneously Increasing air-
way resistance to the point of apnea.’

Hypotensive Effect - The administraton of methadone may resull In severs hypotension in an individual whose ability to maintain his blocd pressure
has already been compromised by a depleted blood volume or concurrent administration of such drugs as the phanothiazines of cartain anesthatics.

Use in Ambulatory Patients - Methadone may impair the mental and/or physical abiiities required for the performance of potentially hazardous fasks,
such as driving & car or operating machinery. The patient should be cautionad accoidingly.

Mathadone, like other narcotics, may produce orthostalic hypotension in ambulatory patisnis.

Use in Pragnancy - Safe yse in pregnancy has not been established in relation to possible adverse affects on fetal development. Therelore, methadone
should not bo used in pragnant women unless, in the judgment of the physician, the potential banefits outweigh the pogsible hazards.

PRECAUTIONS

Drug Interactions:
Pentazocing - Patlonts who are addicted to horo-n or who gre on the methadons maintenance program may exparience wlmdrawal symp~
toms when given an oploid agonist-antagonist, such o3 pentazocine. 7
Rifampin - The concurrent administration of rllamp!n mdy possibly reduce the blood concantration of mothadens {0 a dagree sufficient to produce win-
dmwal symploms. The megchanism by which rifampin may decrease biood concentrations of methadone is not fully understood, atthough enhanced micro-
somal dwg-malabohzod enzymes may influence drug disposition.

- Therspautlc doses of mependmo have pracipitatad severe reactions In patients concurrantly receiving moncam-
ine oxidase inhibkors or those who have recelved such agents willin 14 days. Similar reactions thus far hove not been reported with methadene: but if the
us® of methadone is necessary in guch patients, a sensitvity test should ba parformed In which repeated small incremental doses are administercd ovet
the course of several hours while the patient's condition and vilg! signs are undsr careful observation.

Daslpeaming - Blood levels of desipramine have increased with concumrent methadone therapy.

Special-Risk Pationts - Methadone should be given with caution and the initial dose should be reducad in certain patients, such as the ekderly or dabll-
italed and those with severs Impairmont of hepatic or renal function, hypolhyroidism, Addison's disease, prostatic hyperirophy, or urethral strcture.

Acuta Abdominal Conditions - The administration of methadone or other narcotics may obscure the diagnosis or dlinical course in patients with acute
abdeminal conditions.

ADVERSE REACTIONS

Heroin Withdrawal - During the induction phase of methadone maintenarice treatment, patients are balng withdrawn from horoln and may thereforo
show lypical withdrawal symptoms, which should be differentlated from methadone-induced side effects, They may exhibit some or aft of the follewing
sympioms associated with scule withdrawal from hergin or other oplates: lacrimation, rhinorrhea, sneezing, yawning, excessive perspiration, goose-fiesh,
fever, chiltiness altarnaling with flushing, reslessness, irritability, “steepy yen", weakness, anxisty, depression, dilated pupils, tromors, tachycardia,
sbdominel eramps, bady aches, involuntary twitching and kicking movements.. anorexia, navsea, vomiting, diarrhea, intestinal spasms, and weight loss.

Initial Administration - Initially, the dosage of methadona should be carefully titrated to the Individual. Induction too rapid for the pationt’s sensithvity is
more likely to produce the following effects.

THE MAJOR HAZARDS QF METHADONE, AS OF OTHER NARCOTIC ANALGESICS ARE RESPIRATORY DEPRESSION AND TOA LESSER
DEGREE, CIRCULATORY DEPRESSION. RESPIRATORY ARREST, SHOCK, AND CARDIAC ARREST HAVE OCCURRED,

The most frequently observed adverse reactions include Bohtheadedness. dzziness, sedation, navsea, vomiting, and swesling. Thess effects saem
10 be more prominent in ambulatory patients and in those wWho are not sutfering sevara chronic pain. In such individuals, lower doses are advisable, Soms
adverse reactions may be alleviated in the ambulatory paﬁent if he lies down,

Other adverse reactions Include the following:

Central Nervous System » Euphoria, dysphoria, waakne,ss. headache, lnsomnla agitation, disorientation, and visugl disturbances.

Gastrointestinal - Dry mouth, anorexie, eonstipation and biliary tract $pasm, H

Cardiovascular - Fiushing of the £ace, bradycardia, palpitation, falntness, and syncope.

Genitourinary - Urinary retention or hesitancy, antdluretic effect, and reduced tibido and/or potency.

Allergic - Pruritus, urticaria, other skin rashes, edema, and, rarely, hemorthagic urticaria.

Homatalogic - Revereible thrmbocytopenia has baen descn"bed in a narcotics addict with chronie hepatitls,

Malntenance on & Stabliizad Dose - During prolonged administration of methadone, as in a methadone maintenancs traatment program, there Is a
gradual, yat progressive, disappearance of side effacts over a period of sevaral weeks, However, constipation and sweating often: persist.

OVERDOSAGE
Signs and Symptoms - Methadone is an opioid and produces effecis similar to those of morphing. Symptoms of overdose begln within seconds afler

intravenous sdministration and within minytes of nasat, oral, or rectal administration. Prominent symptoms are miosis, raspiratory depression, somno-
lence, coma, c00l clammy skin, skeletal muscle flaccidity that may progress to hypotension, apnea, bradycardia, and death, Noncardiac pulmonary



oedema may oc¢cur, and manitoring ot heart filling pressures may be helpful. .

Treatment - To cobtaln up-to-date information about the treatment of overdose, a good fesource is your certified Regional Poison Contral Center.
Telephone numbers of certified polson control cenlers ara listed In the Physic/ans’ Dask Reference (PDR). In managing overdosage, consider the pos-
sibility of multiple drug overdeses, interaction amang drugs, and usual drug kinatics in your pstient.

Inital management of oplold overdose should include establishment of a secure alrway and support of ventilation and perfusion. Naloxons may be
given to antagonize opicid effects, but the airway must be securad as vomitng may ensue. The duration of methadonae effect Is much longer (36 to
48 hours) than the duration of naloxone effect {1 to 3 hours), and repeated doses (or continuous intravenous Infusion) of naloxone may be
requirad.

if the patient has chronically abused opioids, administration of naloxons may precipitate a withdrawal syndcome that may Include yawning, tearing, rest
lessness, swaating, dilated pupils, piloerection, vomiting, diarrhea, and abdominal cramps. If these symploms devalop, they shoutd abate quickly as the
effects of naloxone dissipate.

If methadone has been taken by mouth, protect tha patient's airway and support ventilation and perfusion. Msticulously monitor and maintain, within
acceptable limits, the patient's vital signs, blood gases, serum electolytes, elc. Absorption of drugs from the gastrolntesﬁna! tract may be decreased by
giving acivated chareoal, which, in many cases, is more effeclive than emesis or lavage: consider charooal instead of or in addition to gastric emptying.
Repeated dosas of charceal over time may hasten elimination of some drugs (hat have been absorbed. Safeguard the patient's airway when smploying
gastric emptying or charcoal.

Forced diuresis, peritoneal dialysis, hemodialysls, or charcoal hemoperfusion have not been established as beneficial for an overdese of msthadone.

NOTE
IN AN INDIVIDUAL PHYSICALLY DEPENDENT ON NARCOTICS, THE ADMINISTRATION OF THE USUAL DOSE OF A NARCOTIC ANTAGONIST
WILL PRECIPITATE AN AGUTE WITHDRAWAL SYNDROME, THE SEVERITY QF THIS SYNOROME WILL DEPEND ON THE DEGREE OF PHYS-
ICAL DEPENDENCE AND THE DOSE OF THE ANTAGONIST ADMINISTERED. THE USE OF A NARCOTIC ANTAGONIST IN SUCH A PERSON
SHOULD BE AVOIDED IF POSSIBLE. IF IT MUST BE USED TO YREAT SERIOUS RESPIRATORY DEPRESSION IN THE PHYSICALLY DEPEND-
ENT PATIENY, THE ANTAGONIST SHOULD BE ADMINISTERED WITH EXTREME CARE AND B8Y TITRATION WITH SMALLER THAN USUAL
DOSES OF THE ANTAGONIST,

DOSAGE AND. ADMINISTRATION

For Detoxification Treatment - THE DRUG SHALL BE ADMINISTERED DAILY UNDER CLOSE SUPERVISION AS FOLLOWS:

A detoxification treatment course shail not excesd 21 days and may not bo repaated eartier than 4 weeks after complation of the preceding course,

in detoxification, the patient may recsive methadone when there are significant symptoms of withdrawal. The dosage schedules indicated below 8o
recommended but could be varied In acocardance with clinical judgrmant. Initigily, a single oral dose of 15 to 20 mg of methadane will often be sufficient
o suppress withdrawal symploms. Additional methadone may be providad If withdrawal symploms are nol suppressed or If symptorns reeppsar, When
patients are physically depandent on high doses, It may bé naecessary ta exceed these levels. Forty mg/day In single or divided doses will usually con-
stitute an adequate stabilizing dosage level, Stablhzabon ¢an be continued for 2 to 3 days, and then the amount of methadone normally will be gradually
decraased. The rate at which methadone is dacreased will be determined separataly for oach patlent. The dose of methadone can be decreased on a
daily basis or at 2-day intervals, but the amount of intake shall always be sufficient to kesp withdrawal symploms 3t a Wlarabla fevel. In hospitalized
patients, a dally reduction of 20% of the total daily dose mey be Wierated and may cause litie discomiort. In ambulatory patients, a somewhat slower
schadule may be nepdad. 'If methadone i3 administerad for more than 3 weeks, the procedure Is considered (o have progressed from dataxdfication or
troatment of the acute withdrawal syndrome 't maintenance treatment, even though the goal and intent may be éventua! wtal withdrawal.

For Malintenance Trealmant - In maintenance treatment, the initia) dosage of methadone should control the abstinence symptoms that follow withdrawal
of narcotic drugs bul should not be 8¢ great a5 to cause sedation, respiratory depression, or other effects of acute intoxication. it Is important that the
Initiat dosage be adjusted on an individual basls to the narcotic tolerance of the new patianl. If such & patient has beon a heavy user of heroin up to the
day of admission, he/she may be given 20 mg 4 1o 8 hours later or 40 mg in & single oral dose. If the patient enters treatment with fittie or no nareotic
toleranca (e.g., if hefshe has recently been released from jail or other confinament), the initlal dosage may be one hall these quantities, When thers is
any douht, the smaller dose should be used inifially. The patient should then be kept under observation, and, if symptoms of abstinence are distressing,
additional 10-mg doses may be administered as needad. Subsequsnly, the dosage should be adjusted individuatly, as toloratéd and required, upto a
tevel of 120 mg daily. The patiant will inilially ingost the dnig undar observation dally, or at least B days a waek, for the first 3 months. After demonstrat-
ing setisfaciory adharence to the program regulations for alleast 3 months, the pationt may bo permitted to reduce to 3 Umes weskly the occasions when
helshe must Ingest the drug under obssrvation. The paticnl shall receive no more than a 2-day take-home supply. With continuing adherence 1 the pro-
gram's requirernents for at Jaast 2 years, he/she may then be perminad twice-weekly visits 10 the program for drug ingestion under observatlon, with 2.3-
day take-home supply, A daily dosa of 120 mg or more shall be justified In the medical record, Prior approval from state authority and the Food and Drug
Administration is required for any dose above 120 mg adrviinistored at the clinic 'and for any dese above 100 mg to be taken at home. A regular review
of dosage level should be mado by the responsible phys;dan with careful considerauon given 10 reduction of dosage as indicated on an Individual basis.
A new dosage kvel is only a test lavel unti stability is achieved,

Special Considerations for # Pregnant Patlent - Caution shal) be taken in he maintenance reatment of pregnant patients. Dosege levels shall be kept
as fow as pogsible if continued methadone treatment is deemed nocessary. ‘It is the responsibility of the program sponsor to assure that each ferryls
patiant be fully informed cancerning the possaible rigks to a pregnant woman or her unborn ¢hild from the use of mathadane.

i

Special Umitationg-
Treatment of Patients Under Age 18

1. The safsty and affectiveness of methadone for use in the treatment of adolescents have not been proved by adequale dinicel study. Special prove-
dures are therefore-necessary to assure that patients under age 16 will not be admitted to a program and thet patients belwean 16 and 18 years of
age will ba admitted lo maintenancs treatment only under imited conditions,

2. Pationts batween 16 and 18 years of age who were enrolled and under treatment In approved programs on Decembar 15, 1972, may sontinue in main-
tenance treatment. No new patients between 16 and 18 years of age may be admitted to @ maintenanca treatment program after March 15, 1973,
t;‘nless @ parent, lagal guardlan, or responsible adult designated by the state autherity completes and signs Form FD 2635, “Consent for Methadone

roatment.”

Methadone trealment of new patients between the agos of 18 and 18 years will be permitied afler Docomber 15, 1972, only with & decumented his-
tory of 2 or more unsuccessful attempts at detoxificatiori and 3 documented hislory of dependance on heroin or other morphine-like drugs beginning
2 years or more prior to application for treatment. Ne pallent under age 16 may be continued or started an methadona treatment after December 18,
1972, but these patients may ba detoxified and ralained in the program In a drug-free state o follow-up end aftercare,

3. Patiants under age 18 who are not placed on malntenance tregtment may be detoxifled. Detoxification may not axceed 3 weeks. A repeat episoda of
detoxification may not be initiated untll 4 weeks after the complation of the previous detexification.



HOW BUPPLIED

DISKETS® Dispersible Tablets
Methadone Hydrochioride
Tablets USP, 40 mg

40 mg peach cross-scored tablets {Identified 54 883).
NDC 84019-538-25; Botlles of 100 tablats.

1o 15°-30°G (59°-86°F)

[s#® USP Controtied Room Temperalure).

Mfd. by: Roxane Laboratories, Ing,
Columbus, Ohio 43216

Dist. by: Cebert Pharmaceuticals, Inc.
Birmingham, Alabama 35242
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Store at 25°C (77°F); excurslons permitied
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